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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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earned patent term adjustment. See 37 CFR 1 .704(b). 
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1 )KI Responsive to communication(s) filed on 03/09/2006 and 05/08/2006 . 
2a® This action is FINAL. 2b)D This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 1 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 60-62,71-75 and 81-96 is/are pending in the application. 
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5) Q Claim(s) is/are allowed. 
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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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DETAILED ACTION 

Applicant's replies dated 03/09/2006 and 05/08/2006 have been received. Claims 60- 
62,71,81-96 have been amended. Claims 60-62,71-75 and 81-96 are pending and under 
consideration in the instant office action. 

Sequence Compliance 
Applicant's sequence submission dated 03/09/2006 is noted. 

Specification 

The objection to the specification is withdrawn in light of Applicant's amendments to the 
specification. 

i 

\ 

Claim Rejections - 35 USC § 112-l st paragraph 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

New matter 

The rejection of claims 60-62 and 71-75 under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement and introducing new matter into the 
disclosure is withdrawn in light of Applicant's amendments to the claims. However, the 
amendments necessitate a new grounds of rejection as set forth below. 

Claims 60-62 and 71 have been amended to recite "a dominant negative form of a PMS2 
mismatch repair protein". Claim 81 limits the PMS2 gene of claim 62 to human PMS2. Claim 85 
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limits the PMS2 g&ne of claim* 61. to human PMS2. Claim 88 limits the PMS2 gene of claim 60 . 
to human PMS2. Claim 91 limits the PMS2 gene of claim 71 to human PMS2. 

The specification at page 7, lines 13-23 states that dominant negative alleles of a 
mismatch repair gene can be obtained from cells of humans, animals, yeast, bacteria or other 
organisms. However, the specification does not teach, generically, any dominant negative 
mutation of PMS2 other than truncation following amino acid 133 of human PMS2. The 
specification does not describe and mutations or truncations equivalent to truncation following 
amino acid 133 of human PMS2. Applicant has argued in response to the previous New Matter 
rejection of 1 1/09/2005, withdrawn above, that in the declaration of Dr. Nicolaides, submitted 
11/05/2003, it is established that it was well within the skill of the ordinary skilled artisan to 
identify dominant negative forms of PMS as Aribidopsis PMS2-134 was shown to readily 
substitute for human PMS2-134. However, Applicant has failed to point out where the 
specification teaches truncation of the Arabidopsis PMS2 gene as discussed by the Nicolaides 
declaration submitted 11/05/2003. Thus, there is no support in the specification for any such 
substitution. In fact, the specification does not make specific reference to PMS2-134 or dominant 
negative PMS2 in any context other than referring to the known human PMS2-134 allele (see 
page 7, lines 4-9). The specification only refers to non-human alleles in the general context of 
dominant negative alleles of mismatch repair genes in general, not PMS2 specifically. There is 
no general description of the claimed genera of dominant negative PMS2 genes or alleles. There 
is no structural or functional correlation that would indicate what mutations other than truncation 
a following amino acid 134 of human PMS2 that would lead to a dominant negative PMS2. The 
specification speculates why the PMS2-134 truncation is dominant negative as it appears to not 
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interact with other MMR proteins, . as originally hypothesized to be the means for causing a 
dominant negative effect. Applicant hypothesizes that the mechanism for the PMS2-134 effect is 
through inhibiting a downstream component of the MMR pathway as opposed to inhibiting the 
initial steps as originally expected (page 23, lines 7-22). Thus, it was not clear at the time of 
filing, how human PMS2-134 was acting as a dominant negative. While an understanding of how 
the disclosed invention operates is not essential, extrapolation of the disclosed species to the 
claimed breadth of dominant negative PMS2 mismatch repair genes requires a 
structural/functional correlation that would allow one of skill in the art to envision dominant 
negative mutations other than truncation following amino acid 133 of human PMS2. 

Disclosure of a single species is rarely, if ever, sufficient to describe a broad genus, 
particularly when the specification fails to describe the features of that genus, even in passing. 
See, for example, In re Shokal, 1 13 USPQ 283 (CCPA 1957); Purdue Pharma LP. v. Paulding 
Inc., 56 USPQ2d 1481 (CAFC 2000). 

Enablement 

Claims 60-62,71-75 and 81-96 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for a transgenic mouse whose germ and somatic cells all 
comprise a transgene encoding a dominant negative human PMS2-134 gene product wherein 
when the transgene is expressed the cells expressing the transgene exhibit hypermutability, does 
not reasonably provide enablement for the claimed mouse expressing any PMS2-134 gene or for 
the claimed mouse wherein the transgene is not expressed. The specification does not enable any 
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person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention commensurate in scope with these claims. 

To the extent that the specification has not described any other species of PMS2-134 gene 
that confers dominant negative activity (see rejections under 35 USC 112, 1 st paragraph-New 
Matter and 35 USC 112, 2 nd paragraph) the specification is not enabling for any species of 
PMS2-134 gene other human. The specification has prophetically taught making transgenic mice 
whose somatic and germ cells all comprise a transgene encoding a human PMS2-134 which is a 
mutant human gene comprising a truncation mutation at codon 134, resulting in a polypeptide 
with the N-terminal 133 amino acids. The specification has not taught that the PMS2 gene from a 
non-human species will have a dominant negative effect when truncated at amino acid 133. The 
specification does not teach or provide the means for determining that truncation of any PMS2 
gene at amino acid 133 will result in proteins with the same function in mice. The specification 
does not provide PMS2 sequence from any other species to demonstrate any structural 
similarities in a way to allow determination of whether amino acid 133 from PMS2 of other 
species lies within the same functional domain. 

Applicant argues, similar to that for the rejection under written description, that 
Applicants have provided substantial guidance in the specification for identifying 
polynucleotides comprising dominant negative forms of PMS2 mismatch repasri ngenes along 
with indicators of the phenotype, enabling one of skill in the art to assess mutagenesis. Applicant 
refers again to the Nicolaides declaration establishing that other dominant negative forms of 
other mismatch repair genes were obtainable using the skill the of the ordinary skilled artisan. 
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In response, Applicant has not provided any guidance with respect to any other dominant 
negative truncations of human PMS2 or any truncations or mutations of any other mismatch 
repair gene that would have the desired dominant negative effect. In fact, Applicant has only 
speculated as to why the truncation of human PMS2 at amino acid 134 leads to a dominant 
negative effect (see page 23, lines 7-22). Without an understanding of the mechanism of how 
such a truncation leads to dominant negative activity, it is not readily apparent to one of skill in 
the art how to manipulate other homologs and paralogs such that they will have dominant 
negative activity. There is no guidance in the specification as originally filed as to how to mutate 
any other PMS2 gene other than the human PMS2 gene described in the specification or how to 
mutate human PMS2 in any other way since the structural and functional correlation is not 
understood or taught by the specification. With respect to the declaration of Dr. Nicolaides, 
submitted 11/05/2003, Applicant demonstrates that truncation of Arabidopsis PMS2 at amino 
acid 134 is functionally equivalent to human PMS2-134. However, this is not sufficient to 
provide enablement for the full breadth of the claims encompassing any PMS2 gene including 
paralogs and homologs of human PMS2 that may vary in function following truncation at amino 
acid 134. Furthermore, Applicant has not presented any evidence for the existence of any 
dominant negative mutation other than human PMS2-134 and its equivalents from Arabidopsis 
to meet the breadth of the claims regarding other types of dominant negative mutations. In fact, 
the specification fails to mention Arabidopsis PMS2-134 at all. 



Claim Rejections - 35 USC § 112-2" d paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

The rejection of claims 60-62,71-75 and 81-96 under 35 U.S.C. 1 12, second paragraph is 
withdrawn in light of Applicant's amendments to the claims. 
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Conclusion 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Valarie Bertoglio whose telephone number is (571) 272-0725. 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



The examiner can normally be reached on Mon-Thurs 5:30-4:00. 



Valarie Bertoglio 

Examiner 

Art Unit 1632 
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